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June 10, 1999

Dockets Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers Lane, Room 1061
Rockville, MD 20852

Dear Sir or Madam:

RE: FOREIGN ESTABLISH.WENTREGISTM TIONAND LISTING

[DOCKET NO. 98N-1215j

This comment is directed to the proposed rule requiring foreign manufacturers to drug list every product
intended for import into the United States for commercial distribution. The comment also addresses the
information collection requirement under the Paperwork Reduction Act of 1995.

DRUG LISTING REQUIREMENTS FOR FOREIGN ESTABLISHMENTS

In the description of the proposed rule in the May 14, 1999 Federal Register, FDA states that the changes in

Part 207 of Title21 CFR make it mandatory that the foreign establishment drug list each product it exports

to the LJnited States for commercial distribution. The drug listing provisions actually do not change the
original implementing regulations, which clearly required all drug products in commercial distribution in the
United States to be listed regardless of source. However, the FDA description of the Part 207 requirements
gives no recognition of the effectof21 CFR 207.20(b) which is unchanged by the FDAMA law or the
proposed revisions of implementing regulations. The FDA should recognize in its commentaries and
implementation, that own label distributors may drug list the products they distribute in the U. S., and
products that are drug listed by the distributor in accord with21 CFR 207.20(b) are not required to be listed

by the manufacturing establishment, whether domestic or foreign.

. .
The Drug LIstl ng Act of !972 aiid the FDA i~ipier:~ent~figregulations were ]~~i inten ded to ~equke a dua!

listing of drug information by the manufacturer, when the same information is supplied by the distributor.
The 21 CFR Part 207 implementing regulations were adopted in 1973 with the FDA Commissioner’s
express declaration that ’10 avoid duplicity in the submission of drug listing information, registered
establishments are not required to submit drug listing information for those products for which the
distributor has submitted this information directly to the Food and Drug Administration.’’/F’eralral Register,

Vol. 38, No. 44, March 7, 1973, p. 6259, copy enclosed.]

This was the FDA and industry standard and practice for over 20 years after the Drug Listing Act became
law and the original implementing regulations were adopted. Within the last five years, however, FDA’s

Product Information Management Branch has demanded additional drug listing by the manufacturer of
products already listed by the distributor, contrary to the 1972 law and implementing regulations.
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In addition to the plain words of the FDA Commissioner in 1973 stating the effect of the implementing

regulations, the requirements of21 CFR 207.20(b) make sense only if the distributor alone submits the drug
listing information for a product, for these reasons:

1. It is elective and not mandatory for the distributor to submit the drug listing information, as the
alternative choice to submission of the information by the manufacturer. There is no reason for

the distributor to provide information if the manufacturer must separately list every drug.

2. The distributor must list the registration number of the manufacturer on Form FDA-2656,
identifying the manufacturing faci!ity to FDA. This requ%ement was intended to provide the
information for the registered facility to FDA. If the registered facility independently listed
each drug, there would be no need for the distributor to supply the information again.

3. “All distributors who submit drug listing information to FDA assume full responsibility for
compliance with all the requirements of this part.” This requires the drug listing distributor to

assume the full responsibility for all of Part 207, including the drug listing obligations of the
manufacture~nder21 CFR 207.2 ~a) and (b).

4. “If the distributor does not elect to submit drug listing information directly to FDA and to obtain
a Labeler Code, the registered establishment [manufacturer] shall submit the drug listing
information.”

These last two provisions of the regulation make no sense if the manufacturer has a separate and unrelated
duty to list each drug product, whether or not listed by the distributor.

If a separate drug listing by the manufacturer is necessary for a regulatory function that is not now served by

the distributor’s identification of the registered manufacturer on the FDA 2656 report, it is the obligation of
FDA to publish a proposed amendment for comment and rulemaking. It would be a substantive change of

the implementing regulations to require the mandatory submission of all drug listing information by the
manufacturer whether foreign or domestic, where the distributor has provided the drug listing in compliance
with 21 CFR 207.20(b).
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INFORMATION COLLECTION REQUIREMENTS

Under the Paperwork Reduction Act of 1995, the requirement for dual listing by the registered
manufacturing establishment whether domestic or foreign, is not necessary for the proper performance of

FDA’s fbnctions, and the additional listing has no practical utility. FDA has all the information needed to
identifj drug manufacturers in the FDA-2656 submissions provided by distributors listing under Part
207.20(b). Adding a listing on the part of each drug manufacturing and processing facility only duplicates
the drug listing information already known to F’DA which would be repetitive, wastefil to the regulated
industry, and uh imately more costly to ~ai~swncrs. A req~iremcmt for odditiona! drug listings for the same
product is contrary to the President’s mandate to eliminate unnecessary regulations and relieve paperwork
burden wherever possible.

Very truly yours,
I

William F. Herlihy
Associate General Counsel

WFH:mats
Enclosures
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We 21—Foodand Drugs
CHAPTER l—FOOD AND ORUG ADMINI%

TRATION, DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

SUBCHA~R GORUGS

PART 130-NEW DRUGS

PART 132—REGISTRATION OF PRODUC.
!tRS OF DRUGS AND LISTING OF DRUGS
IN COMMERCIAL DISTRIBUTION

Establishment of Implementing Regula-
tions for the Drug Listing Act of 1972

Xn the FErm?tALREGLSTEEof December
12, 1972 (37 FR 26431), the Commis-
sioner of FOWI and Drugs proposed to
amend 21 CFR P- 130 and 132 to
provide procedural regulations for the
enforcement of the “Drug Listing Act of
1~’12.” an Act b amend the Federal Food,
Drug, and Cosmetic Act, which became
eflective on February 1, 1973. Interested
persons were invited to subrnlt comments
on the proposal within 40 days. Com-
ments were received from six trade asso-
ciations and 18 manufacturers. In addi-
tion. members of the tndustry met with
representativ~ of the Food and Dxug
Administration tO discuss a means of
achieving compatibility between the Na-
tional Drug Code (NDC) and the Uni-
versal Product Code (UPC). a retaiI in-
dustry ldentiflcatlon number.

The Wncipal commen@ received and
the Commtaaioner’s conclusions are se
follows :

1. Three drug manufacturers and one
trade ssamxatlon objected to the state-
ment in the preamble that the llrat Uat-
in13of druea will be remired durtnc June
1973. These pcraona a’~te that the Drug
Listing Act and the legislative history
clearly reflect a congressional mandate
that the first Uating of dnrgs would not
be required until the time of the Srat
registration under section 510 of the
Federal Food, Drug, and COametlc Act
which occucs titer the efl~tive dab of

the Drug Listing Act. They noted that
subsection 510 (b) requires such regtatra-
tion on or before December 31 of each
Year. Accordingly, they believe that per.
sons subject to the new drug listing re-
quirements should not be required to
submit drug listings prior to registra-
tion in December 1973.

The Commissioner does not agree with
these comments. AU perao~ who are reg.
istered are required under section 510-
(j) (2) ?o provide drug Uating informa-
tion once during the XnOnth of June of
each year and once during the month of
December of each year. Thus, for per-
sons who are registered prior tO Febru.
ary 1, 1973, the first drug listmust be re-
ported during the month of June 19?3.
In enacttng the Drug Listing Act of 1972,
Congress intended to provtde the Food
and Drug Administration with the legfa-
lative authority ta compile a list of CUT-
rently marketd drugs in order to assist
the Agency in the enforcement of Federal
laws requiring that drugs be safe and ef-
fective, and not adulterated or mis-
branded. In light of this congressional
intent to protect the publlc health. the
Commissionercan find no justLflcation for

RULES AND REGULATIONS

delaying the filing of the first drug list-
lng information beyond June 1973.

l%e Commissioner wishes M make c!ear
that the fding of the dmg list is separate
from registration. Persons ~lready reg-
istered are not required to “re-regster”
during June 1973. Persons who register
under subsection 510 (c) or (d) between
February 1 and June 1, 1973, are required
under section 510(j) (1) to file the drug
listing information at the time of regis-
tration... However, because of the time
needed by the Food and Drug Admints -
tmtion to develop procedures for han-
dling this information and for informing
the affected industry as ta how this in-
formation ts to be reported, the Commis-
sioner has determined that persons who
register under $510 (c) or (d) between
Febmary 1 and June 1, 1973, will not be
required to submit the dmg listing in-
formation until June 1973.

2. Four manufacturers of in vitro di-
agnostic products objected to the request
that they register and submit drug Nst-
Lng information. The objections were
breed primarily on the contention that
in vitro diagruxtic products differ in
many ways from conventional drug
products arid these differences make the
proposed regulations inappropriate for
such Products. They further contend
that many of these products are devices
and therefore not subject ti the drug
registration and lLsting provisions of the
Act.

ICI vitro diagnostic products that are
drugs are clear] y subject to ail of the
dms wNIstonx of the Act, includlng the
provlaions of section ‘51O.In vitro diag-
nostic products which are determined to
be devices are not subject to section 510
of the Act and are therefore not subject
to regtatration and M.sting.In anY doubt-
ful cases, the courts have held that the
Food and Drug Administration has the
legal authority to classify such products
es drum. Rather than attempt to classify
aU such products ea drugs or devices,
the Commissioner has proposed to estab-
lish a new procedure cofitaintng labeling
requirement and a mechantam for ea-
tabllahing standards governing these
products (37 ~ 16613). The Food and
Drug Administration is seeking the co-
operation of the industry to register and
submit drug UatLngin order to eliminate
the need for regulatory action to obtain
the information.

The Food and Drug Administration
haa the authority administratively to
determine whether products are drugs
or devices. Until new devtce legislation
ts enacted, and where the authority in-
herent in section 505 of the Act is nec-
essary to adequately protect the public
health, products which may be devtcea
in the claaslc sense will be regarded as
new drugs. No such determination will
be necessary for listing Purposes txo-
vfded that the manufacturers of all in
vitro diagnostic producti register and
submit the listing information.

Two manufacturers of in vitro diag-
nostic prcducti requested that the Food
and Drug Administration allow such
manufacturers untfl December 1973 to

submit listing information. The basis for
this request is that most manufxtwem

Of in vitro diagnostic produc~ did not
Pafiicipate in the voluntary drug inven.
tow Program and wffl therefore reqwre
more time to develop lkttng information.
The Comnussioner has considered thi.Y
request and has concluded that a .h;e
1973 reporttng date should Wow nm;]ic
time for the submision of Ustkg ~or-
mation.

3. One manufacturer, whUe acknowl-
edging that the Preamble to the pro-
regulation recognizes that they dupii-
cate, in some respec*, exkting reporting
requirements under sectaona 505, 50?,
and 512 of the FederQ Food, Drug, and
Cosmetic Act and section 351 of the Pub-
lic Health Service Act, urged that steps
be taken to eliminate such duplication
in the final regulations. The CornmW-
Sioner, although reco=g the prob.
lems ~ociated wi~ the duplicity of
many of the reporting requirements, has
concluded that it would be prematue to
eliminate or reduce this duplicity untkl
the procedures of the drug listing reg-
ulations become fully operational. The
Commissioner haa determined that Con.
greaa, in enacting the Drug Listing Act,
was aware that some of the information
required to be submitted in the drug list-
ing is required to be submitted to the
Food and Drug Admjntatmtion under
existing regulations. However, C!ongress
clearly tntended that procedures be es-
tablished for compiling the information
requhd by the Drug LtstingAct in a
single system. Aa was stated Ln the pre-
amble to the proposal, when the drug
IMtng regulations become fully opem-
tlve, stepa wiU be undertaken to relieve
the duplication, but such steps will still
be compatible with the need for ready
availability of the information for review
purposes:

4. Two manufacturers submitted com-
ments concerning the denxsition of “es-
tablishment” In 3 132.1(a). One msnu-
facturer requested that clfnfcal chem-
istry laboratories be exempted from that
Part of ,the dellnttlon regarding “inde-
pendent laboratories that engage fn txn-
tml activitiesfor registered establish-
ments (e.g., consulting laboratories) .“
This manufacturer expressed concemt
that such laboratofics wIU no longer be
willing to perform such services U they
are required to register. The manufac-
tllre.rdsO S@t4d that thS pfMt.iCUkT

laboratory used by a manufacturer ts
generally propriety fnformatbn and
that, if the commissioner feels M to be
essential that he be aware of thes? clfni-
cal laboratmiea, the manufaot.urer shou!d
submit the names of those he is using =
a separate Part of his drug listintr in-
formation.

The Commissioner rejects the request
that consulting laboratories not be re-
quired to resister. The deflniUon of “e+
tabltahment” in the proposed regulations
remains unchanged” from that in tile
current regulations (21 CFI%132.1 (b) )
and consulting laboratdea are aireCdY
required to register. Such cQ~@~~
laboratories are required to realster @-
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dependently of the firm for whom they
perform services. EstabLisHrnents who
utilize the sermces of these consulting
:&bora@ries are not required to ~dentify
such lakratories in e;t,her their regk -
ttation or drug listing submission. How-
ever, this does not exempt establish-
.T.?II?SfrOM providing LMs information
to the Food and Drug AdministrMion
when specifically requested.

A manufacturer stated that, since the
?roposed regulations can have no appli-
cability to foreign establishments not
registered under the Act, the definition
of the term establfshmenc should be
zmended to include only establishments
registered under the Act. The Commis-
sioner disagrees with this statement and
sees no need to amend the definition of
establishment as suggested by thfs manu-
facturer. The definition neither requires
nor prohibits registration of foreign es-
tablishmen@. However, the 1972 law
clearly requires a foreign drug manufac-
turer to comply with the drug listing re-
quirements of the Act, whether or not he
is registered. No unlisted drug may be
imported into the United States. The
proposed regulations contatn no reqUlre-
ment.s regarding the registration of for-
eign est.abllslunents. The Commissioner
published In the FEDERALREGISTER of
May 24, 1972 (37 FR 10510), a ProPosal
concerning the registration of foreign
drug establishments and a final order in
this regard wiU be issued at a later date.

5. One manufacturer urged that the
definition of “commercial distribution” In
3 132.1(d) be revised so as to exclude
producti which are merely being distrib-
uted by a drug manufacturer. This man-
ufacturer commented that section 510(j)
of the Act requires the submission of drug
IistIng information only for those drugs
which the establishment manufactures,
prepares, propagates, comPounds. or
processes. In addition, the manufacturer
stated that if establishments include in
their listfng drugs which they merely
distribute, the Food and Drug Adrnfn-
lstration will receive a false count as to
the number of drugs actually being man-
ufactured in thfs country.

The Commissioner has considered
these comments but, in View of revisions
of 5132.2 in the final regulations as to
who must regtster and subrrdt a drug
list, has concluded that no revision in
the definition of commemifd distribution
is necessary. Firms that merely distrib-
ute drug products and do not meet the
definition of “manufacture, Preparation,
propagation, compounding, or proceaa-
ing” of a drug in f 132.1(c) are not re-
quired to register. In the final regulations
a new 5 132.2(b) is added to allow dia-
t ributors (who are otherwise exempted
from registration) to furnish drug list-
ing information directly to the Food and
Drug Administration for those products
which they distribute tinder their own
label but which are manufactured. pre-
pared, propagated, compounded, proc-
essed, repackaged or otherwise changed
in regard to container, wraP Per, or label-
ing by a register~ establishment. In
such am fnstance, the Food and Drug
Administration will assign a “Labeler

Code” ‘a the distributor and transrrut
drug hstirw instructions. To avoid du-
plicity in the subrrussicr! of drug listing
information. reastered establishments
are not reqwred to submit drug listing
information for those products for which
the distnbut.ar has submitted this inior-
m.ation directly to the FGml and Drug
Adrninfstratiori. This” Pr&c~~)We is COV-
ered in paragraph of this
preaxrtble.

6. Two trade associations and six
manufacturers filed comments concer-
ning the definition of “an3’ material
change” Lq j 132.1(g). In general, these
comments suggested that the defiition
be revised to c!arsfy that only “material
or sigmflcant” changes in the labe!ing of
a prescription drug or in the label or
package imert of an over-the-counter
drug are to be reported. In response to
these comments, the stpplicab!e phrase of
the definition of “any material change”
has been revised in the final regulation
w read “any si.znitlcant change in the
labeling of a prescription drug, and any
significant change in the label or pack-
age insert of an over-the-counter drug. ”
Changes that are not Simflcant include
changes in arrangement or printing or
changes of an editorial nature.

7. One trade association submitted
comments regardtng the defiition of
bulk drug substance in ~ 132.l(h). The
trade association said that it is not the
intent of the Federal Fcod, Drug, and
Cosmetic Act to require noncommercial
in-house or subsidiary transfer of bulk
drugs to conform to the requirements of
the Drug LfstIng Act. They recommended
that in order to exclude domestic and
foreign internal transfers of bulk drug
substances from the drug listfng require-
ment.% the phrase “or internal transfers
of bulk drug substances” should be added
to the end of the last sentence Ln $132.1
(h) .

The commissioner agrees that it was
not fntended that owners or oPerators
of registered estabUshments report as a
separate entity on the drug lfst a bulk
dsug substsmce which is manufactured,
prePared, propagated, compounded, or
processed at one registered domestic es-
tablishment for nonconunerclal internal
or fnterplant transfer for additional
processing to another registered domestic
establishment within the same parent,
subsidiary, and!or af!iliate company,
However, because of the need to obtain : ‘&ociat~on suggested that intermediate
and comuile information on all drugs premfxes, feed additive concentrates, and

fer Of a bulk drug substance between
registered domestic establishment.s with-
in the same parent, subsidiary, and/or
afIiIinte company.”

8. Four trade associations and one
manufacturer ofiered commenW regard-
ing who must reguter and submit a drug
list ($ 132.2). One h.cle association
stated that a corporate group should be
permitted to designate a single corporate
member as the central registrant,
regardle= of so-ca]led ,,paren~>or
‘<subsidiary” relationship, S0 10CZ as

there exists joint ommershlp and con-
trol among aU the companies and sug-
gested that the parenth~ical clausm in
$ 132.2(a) be expanded to read “ (except
..* parent. subsidiary smd;or affUiate
companies) .“ This same trade associa-
t ion also commented that the Food and
Drug Administration should emph=ize
in the ftnal order that establishments
operating in intrastate commerce (in-
ciuding those marketing virus, serum,
tOXin, or analogous products for treat-
ment of domestic animah Et. intrastate
commerce) are required to register their
establishments and list the~ pr~ucti.
One trade association suggested that the
phr~e “a list of dntgs used” be used in
place of the phrase “drug Ifstfng” frI that
part of the last sentence in $ 132.2(a)
relating to the manufacturing. prepara-
tion, propagation, compounding, or
processing of an ammal feed bearing or
containing an animal drug. Another
trade association stated that when the
registration requirements contained tn
$132.2 are viewed in context with the
information required in registration and
drug, listings as set forth in ~ 132.5, it
mtdd be required that an “NDC” number
be rwignetf when a new drug application
(NDA) fs initially submitted. This trade
association suggested that the progosal
be revised to require an “NIX” number
assignment only when ftnished labeling
for an approved NDA is submitted. Onc
manufacturer submitted a similar com-
ment remarking that, because of the
long tfrne span between subtnfsaion of &
now drug application. new animal drug
application, antibiotic Foxms 5 or 6, or
Form 1800 (Medicated Feed Application)
and FDA approval thereof. fflism ~der
thfs regulation should be deferred until
subrnhsion of final printed labeling or
some other act occurring late in the
uendencv of the assulication. One trade

(bulk as ‘well as finished dosage forms)
which are imported into the United
States and the requirements as set forth
fn $132.31 that no drug may be imported
fnto the United States unless it is first
the subject of a drug listing, the proceed-
ing statement concerning fntemal or in-
terplant transfers of a bulk drug sub-
stance does not apply to such transfers
between foreign and domestic establish-
ments regardless if these establishments
are within the same parent, subsidiary,
and/or afiiliate company.

Therefore the definition of “Commerc-
ial distribution” (5 132.1(d)) is revtsed
by adding the following phraae.’’but does
not include internal or interplant trana-

feed additive supplements be exempt
from drug listing along with me’dicat~
feeds.

The Commissioner t+grees that a cor-
porate gTouP should be Perrnitt* to
submit listing information for all sub-
sidiaries and or aftlliaw cOmPanfes when
operations are conducted at more than
one establishment so long aS there e~is~
joint ownership and control among all
the establishments. However. each es-
tablishment must be registered separ-
ately. TMs is what was intended in the
proposal. To clarify this intent. the par-
enthetical clauses in $ 132.2(a) have been
expanded in the final order ti read “ (ex-
cept “ ● ● parent, subsidiary and or af -
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